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DECLARATION OF BERNARDO RODRIGUEZ-ITURBE, M.D. 

I, Bernardo Rodriguez M.D., hereby declare and say as follows: 
THAT, I am Professor of Medicine at Zulia University in Maracaibo, Venezuela, 
and President-Elect for the International Society of Nephrology. I am a world expert in 
the field of high blood pressure and nephrology (see my curriculum vitae attached) and 
have special expertise in animal models of hypertension. I am well versed with the work 
of Dr Johnson as I have collaborated with him on a variety of projects. 

THAT, I am aware of the level of skill of one ordinarily skilled in the art of 
cardiovascular disease and kidney disease, and in particular, mechanisms of hypertension, 
hereto; AND being thus duly qualified declare as follows: 

1 . Much of my research has focused on animal models of hypertension, including 
studies in the SHR rat 1 " 4 . This is a hereditary model of hypertension that we and others 
have shown is mediated by oxidative stress. While I am aware that xanthine oxidase 
inhibitors have been reported to lower blood pressure transiently in this model 5 (also the 
Maeda Patent U.S. Patent 5,747,495), none of those studies suggested that this was due to 
uric acid, but rather asserted that this was due to oxidative stress. In fact, uric acid is 
considered an antioxidant and in some recent pilot studies we can show that it can lower 
blood pressure in these animals. Furthermore, most of the studies documenting oxidative 
stress in models of hypertension have focused on the role of NADPH oxidase, either 
produced by vascular cells 6 ' 7 or by the inflammatory cells themselves 1 " 4 . 
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2. Dr Johnson was the first, as far as I am aware, to propose uric acid as a cause of 
hypertension, and the first to provide experimental evidence 8 . Specifically, he was also 
the first to suggest targeting uric acid levels with xanthine oxidase (x.o.) inhibitors as a 
means for improving blood pressure. While x.o. inhibitors could have some effects on 
blood pressure via their antioxidant effects, the observation that they failed to lower BP 
in longterm studies in the SHR 911 taught away those skilled in the art from using them in 
patients with hypertension. Furthermore, as mentioned above, I believe that most of the 
oxidative stress in hypertension is due to a different system (NADPH oxidase) that is not 
inhibited by xanthine oxidase inhibitors. 

3. 1 therefore conclude that the concept of lowering uric acid as a means to control blood 
pressure was a novel idea for which Dr Johnson brought forth the first direct 
experimental 8 as well as human 12 evidence. Studies in the SHR rat did not provide a 
reasonable expectation to those skilled in the art of successfully treating hypertension via 
administration of x.o. inhibitor, much less did they teach or suggest to those skilled in the 
art to use x.o. inhibitors as a means to lower blood pressure by reducing uric acid levels. 

4. The undersigned declares further that all statements made herein of his own 
knowledge are true and that all statements made on information in belief are believed to 
be true; and further that these statements were made with the knowledge that willful false 
statements in the like so made are punishable by fine or imprisonment, or both, under 
§1001 of title 18 of the U.S.C. and that such willful false statements made jeopardize the 
validity of the application or of any patent issuing thereon. 



Further declarant sayeth naught. 




Bernardo Rodriguez-Iturbe 



October 24, 2007 



Date 
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